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L4 ANSWER 1 OF 71 USPATFULL on STN 

TI Dual variable domain immunoglobulin and uses thereof 

AB The present invention relates to engineered multivalent and 

multispecif ic binding proteins, methods of making, and specifically to 
their uses in the prevention and/or treatment of acute and chronic 
inflammatory and other diseases. 
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TI Method of Treating or Preventing an IL-1 Related Disease or Condition 

AB Methods of treating or preventing an IL-1 related disease or condition 

in a mammal comprising administering an effective amount of an 
IL-ip binding antibody or IL-ip binding fragment thereof. An 
IL-ip binding antibody or IL-ip binding fragment thereof is 
provided comprising the amino acid sequence of SEQ ID NO: 15 and SEQ ID 
NO: 11, and related nucleic acids, vectors, cells, and compositions, and 
a method of preparing an affinity matured IL-ip binding 
polypeptide. IL-ip binding antibodies or IL-ip binding 
fragments thereof are provided which have desirable affinity and 
potency. 
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Method of Treating or Preventing an IL-1 Related Disease or Condition 

Methods of treating or preventing an IL-1 related disease or condition 

in a mammal comprising administering an effective amount of an 

IL-ip binding antibody or IL-ip binding fragment thereof. An 

IL-ip binding antibody or IL-ip binding fragment thereof is 

provided comprising the amino acid sequence of SEQ ID NO: 15 and SEQ ID 

NO: 11, and related nucleic acids, vectors, cells, and compositions, and 

a method of preparing an affinity matured IL-ip binding 

polypeptide. IL-ip binding antibodies or IL-ip binding 

fragments thereof are provided which have desirable affinity and 

potency . 
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TI TREATMENT FOR MULTIPLE SCLEROSIS 

AB Methods of treating multiple sclerosi; 

disclosed . 



and other disorders are 
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TI Human Antibodies That Bind Human IL-12 And Methods For Producing 

AB Human antibodies, preferably recombinant human antibodies, that 

specifically bind to human interleukin-12 (hIL-12) are disclosed. 
Preferred antibodies have high affinity for hIL-12 and neutralize hIL-12 
activity in vitro and in vivo. An antibody of the invention can be a 
full-length antibody or an antigen-binding portion thereof. The 
antibodies, or antibody portions, of the invention are useful for 
detecting hIL-12 and for inhibiting hIL-12 activity, e.g., in a human 
subject suffering from a disorder in which hIL-12 activity is 
detrimental. Nucleic acids, vectors and host cells for expressing the 
recombinant human antibodies of the invention, and methods of 
synthesizing the recombinant human antibodies, are also encompassed by 
the invention. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI PRODUCTION AND USE OF REGULATORY T CELLS 

AB An ex vivo method for generating a population of Treg capable of 

suppressing rejection of an organ or tissue transplant from a donor 
animal, comprises culturing CD4.sup.+ T cells from a recipient animal in 
the presence of IFN-y plus either donor specific or third-party 
antigen presenting cells, and harvesting a population of Treg capable of 
suppressing rejection in the recipient animal. The Treg can be 
administered, for example intravenously to the recipient, preferably 
immediately prior to the transplant to suppress transplant rejection. A 
similar strategy applicable to generating a population of Treg capable 
of suppressing an autoimmune condition in an animal wherein the animal 
mounts an immune reaction against an autoantigen, comprises culturing 
CD4.sup.+ T cells from the animal in the presence of cells presenting 
the autoantigen and IFN-y and harvesting a population of 
autoantigen reactive Treg. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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PRODUCTION AND USE OF REGULATORY T CELLS 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI HUMAN ANTIBODIES THAT BIND HUMAN TNFa 

AB Human antibodies, preferably recombinant human antibodies, that 

specifically bind to human tumor necrosis factor a (hTNFa) 
are disclosed. These antibodies have high affinity for hTNFa 
(e.g., K. sub. d=10 . sup . -8 M or less), a slow off rate for hTNFa 
dissociation (e.g., K . sub . of f =1 0 . sup . -3 sec. sup. -1 or less) and 
neutralize hTNFa activity in vitro and in vivo. An antibody of the 
invention can be a full-length antibody or an antigen-binding portion 
thereof. The antibodies, or antibody portions, of the invention are 
useful for detecting hTNFa and for inhibiting hTNFa 

activity, e.g., in a human subject suffering from a disorder in which 
hTNFa activity is detrimental. Nucleic acids, vectors and host 
cells for expressing the recombinant human antibodies of the invention, 
and methods of synthesizing the recombinant human antibodies, are also 

encompassed by the invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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HUMAN ANTIBODIES THAT BIND HUMAN TNFa 
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Mar 1999, Pat. No. US 6258562 A 371 of International 

Ser. No. WO 1997-US2219, filed on 10 Feb 1997 

Continuation-in-part of Ser. No. US 1996-599226, filed 
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LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



19961125 (60) 



US 1996-31476P 
Utility 
APPLICATION 

LAHIVE & COCKFIELD, LLP/ABBOTT, FLOOR 30, SUITE 3000, 
ONE POST OFFICE SQUARE, BOSTON, MA, 02109-2127, US 



11 Drawing Page(s) 
2951 



L4 ANSWER 8 OF 71 USPATFULL on STN 



TI INTERLEUKIN-17F ANTIBODIES AND OTHER IL-17F SIGNALING ANTAGONISTS AND 

USES THEREFOR 

AB The present invention provides isolated and purified polynucleotides and 

polypeptides related to the IL-17F signaling pathway. The invention also 
provides antibodies to IL-17F homodimers and IL-17A/IL-1 7F heterodimer s , 
and methods of isolating and purifying members of the IL-17 family, 
including IL-1 7A/ IL-1 7F heterodimer s , from a natural source. The present 
invention also is directed to novel methods for diagnosing, prognosing, 
monitoring the progress of, and treating and/or preventing disorders 
related to IL-17F signaling, i.e., IL-17F-associated disorders, 
including, but not limited to, inflammatory disorders, such as 
autoimmune diseases (e.g., arthritis (including rheumatoid arthritis), 
psoriasis, systemic lupus erythematosus, and multiple sclerosis), 
respiratory diseases (e.g., COPD, cystic fibrosis, asthma, allergy), 
transplant rejection (including solid organ transplant rejection) , and 
inflammatory bowel diseases or disorders (IBDs, e.g., ulcerative 
colitis, Crohn's disease). The present invention is further directed to 
novel therapeutics and therapeutic targets, and to methods of screening 
and assessing test compounds for the intervention (treatment) and 
prevention of disorders related to IL-17F signaling. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Octahydropentalene compounds as chemokine receptor antagonists 

AB The present invention is directed to novel compounds of Formula (I) 



##STR1## 



pharmaceutically acceptable salts thereof, pro-drugs thereof, 

biologically active metabolites thereof, isomers thereof or 
stereoisomers thereof wherein the variables are as defined herein. The 
compounds of Formula (I) are useful as chemokine receptor antagonists 
and as such would be useful in treating certain conditions and diseases, 
especially inflammatory conditions and diseases and proliferative 
disorders and conditions, for example, rheumatoid arthritis, 
osteoarthritis, multiple sclerosis and asthma. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Octahydropentalene compounds as chemokine receptor 
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Novel therapeutic compounds 

Disclosed herein are novel compounds of Formula (I), 

##STR1## 

wherein the variables are defined as herein. The compounds of Formula 
(I) are useful as kinase inhibitors and as such would be useful in 
treating certain conditions and diseases, especially inflammatory 
conditions and diseases as well as proliferative disorders such as 
cancer . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Method of treating or preventing an IL-1 related disease or condition 

AB Methods of treating or preventing an IL-1 related disease or condition 

in a mammal comprising administering an effective amount of an 
IL-ip binding antibody or IL-ip binding fragment thereof. An 
IL-ip binding antibody or IL-ip binding fragment thereof is 
provided comprising the amino acid sequence of SEQ ID NO: 28, and relatei 
nucleic acids, vectors, cells, and compositions, and a method of 
preparing an affinity matured IL-ip binding polypeptide is 
provided. IL-ip binding antibodies or IL-ip binding fragments 
thereof are provided which have desirable affinity and potency. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Method of treating or preventing an IL-1 related disease or condition 

Methods of treating or preventing an IL-1 related disease or condition 

in a mammal comprising administering an effective amount of an 

IL-ip binding antibody or IL-ip binding fragment thereof. An 

IL-ip binding antibody or IL-ip binding fragment thereof is 

provided comprising the amino acid sequence of SEQ ID NO: 28, and relatei 

nucleic acids, vectors, cells, and compositions, and a method of 

preparing an affinity matured IL-ip binding polypeptide is 

provided. IL-ip binding antibodies or IL-ip binding fragments 

thereof are provided which have desirable affinity and potency. 
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TI Sphingosine-l-phosphate receptor agonist and antagonist compounds 

AB The present invention is directed to novel, potent, and selective 

agents, which are agonists or antagonists of the one or more of the 
individual receptors of the SIP receptor family. The compounds of the 
invention are useful as therapeutics for treating medical conditions 
associated with agonism or antagonism of the individual receptors of the 
SIP receptor family. 
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Methods for Detecting and Treating Autoimmune Disorders 
The present disclosure relates to methods for inhibiting an autoimmune 
disease by administering to a subject a therapeutically effective amount 
of a composition that increases F0XP3 expression, thereby inhibiting the 
autoimmune disease. Further disclosed herein are methods for detecting 
in a subject an autoimmune disease or a predisposition to an autoimmune 
disease, and methods for assessing the efficacy of a therapy for an 
autoimmune disease. 
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AB Formulations of VLA-4 binding antibody are described. 
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TI Pharmaceutical compositions comprising synthetic peptide copolymers and 

methods for preventing and treating GVHD and HVGD. 
AB Compositions and methods for treating and preventing host-versus-graf t 

disease and graf t-versus-host 

disease comprising as active ingredient random copolymers of amino 
acids comprising one amino acid from at least three of the following 
groups: (a) lysine and arginine; (b) glutamic acid and aspartic acid; (c) 
alanine and glycine; and (d) tyrosine and tryptophan; with the proviso 
that the random copolymer is not Copolymer 1 or D- 
Copolymer 1 when the disease being treated is 
graf t-versus-host disease. 
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Pharmaceutical compositions comprising synthetic peptide copolymers and 
methods for preventing and treating GVHD and HVGD 

Compositions and methods for treating and preventing host-versus-graf t 
disease and graf t-versus-host 

disease comprising as active ingredient random copolymers of 
amino acids comprising one amino acid from at least three of the 
following groups: (a) lysine and arginine; (b) glutamic acid and 
aspartic acid; (c) alanine and glycine; and (d) tyrosine and tryptophan; 
with the proviso that the random copolymer is not Copolymer 
1 or D-Copolymer 1 when the disease being 
treated is graf t-versus-host 
disease. 
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TI Combined treatment of glatiramer acetate and low doses 
of immunosuppressive drugs is effective in the 
prevention of graft rejection. 

AB The immunomodulator glatiramer acetate (GA, copolymer 

1, Copaxone, GLAT) , currently used for the treatment of multiple 
sclerosis, is a well-tolerated drug with a high safety profile. We have 
previously demonstrated that GA suppresses the immune rejection manifested 
in graft versus host disease, as 

well as in graft rejection. In an attempt to reduce the dosage and 
toxicity of the current immunosuppressive regimens, we have now tested the 
ability of GA, combined with low doses of cyclosporin (CyA) or tacrolimus 
(FK506), to suppress the rejection of mismatched allografts across major 
histocompatibility barriers. We report herewith that such combination 
therapy was effective in several animal models: (1) it led to a 
significant delay of the vigorous process of skin rejection in mice, 
manifested by evidential prolongation in skin graft survival (higher than 
that obtained with at least double dose of the immunosuppressive drug 
alone). (2) The combined treatment led to efficient inhibition of the 
functional deterioration of thyroid grafts in mice, manifested by 2.2- to 
20.1-fold increase in iodine absorbance of the transplanted thyroids, as 
compared to each drug alone. (3) Combination therapy inhibited 
significantly the rejection of vascularized heart transplants in rats. 
Thus, cardiac allograft survival following the combined treatment with GA 
and low dose of CyA was longer than the survival obtained by fourfold 
higher dose of CyA alone. In all transplantation systems, combination 
therapy of GA with either CyA or FK506 significantly suppressed graft 
rejection and was more effective than treatment with either GA or the 
immunosuppressive drug alone, suggesting that such treatment may be 
beneficial for human transplantation. 
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AB The immunomodulator glatiramer acetate (GA, copolymer 

1, Copaxone. GLAT) . currently used for the treatment of multiple 
sclerosis, is a well-tolerated drug with a high safety profile. We have 
previously demonstrated that GA suppressess the immune rejection 
manifested in graft versus host 

disease, as well as in graft rejection. In an attempt to reduce 
the dosage and toxicity of the current immunosuppressive regimens, we have 
now tested the ability of GA. combined with low closes of cyclosporin 
(CyA) or tacrolimus (FK506), to suppress the rejection of mismatched 
allografts across major histocompatibility barriers. We report herewith 
that such combination therapy was effective in several animal models: (1) 
it led to a significant delay of the vigorous process of skin rejection in 
mice, manifested by evidential prolongation in skin graft survival (higher 
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alone) . (2) The combined treatment led to efficient inhibition of the 
functional deterioration of thyroid grafts in mice, manifested by 2.2- to 
20.1-fold increase in iodine absorbance of the transplanted thyroids, as 
compared to each drug alone. (3) Combination therapy inhibited 
significantly the rejection of vascularized heart transplants in rats. 
Thus, cardiac allograft survival following the combined treatment with GA 
and low dose of CyA was longer than the survival obtained by fourfold 
higher dose of CyA alone. In all transplantation systems, combination 
therapy of GA with either CyA or FK506 significantly suppressed graft 
rejection and was more effective than treatment with either GA or the 
immunosuppressive drug alone, suggesting that such treatment may be 
beneficial for human transplantation Copyright 2004 Elsevier B.V. All 
rights reserved. 
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TI Induction Of Neurogenesis And Stem Cell Therapy In Combination With 

Copolymer 1 

AB A method for inducing and enhancing neurogenesis and/or 

oligodendrogenesis from endogenous as well as from exogenously 
administered stem cells comprises administering to an individual in need 
thereof an agent selected from the group consisting of Copolymer 1, a 
Copolymer 1-related polypeptide, a Copolymer 1-related peptide, and 
activated T cells which have been activated by Copolymer 1, a Copolymer 
1-related polypeptide, or a Copolymer 1-related peptide. The method is 
particularly useful for stem cell therapy in combination with the agent. 
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ANTIBODIES TO IL-17A 

Engineered antibodies to human IL-17A are provided, as well as • 
thereof . 
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TI Novel synthetic triterpenoids and methods of use in the treatment and 

prevention of multiple scleroris 

AB The present invention overcomes limitations of the prior art by 

providing new compounds and methods for the treatment of conditions, 
such as neurodegenerative diseases (e.g., multiple sclerosis), 
psychiatric disorders (e.g., psychosis, bipolar disorder, depression, 
neuropathic pain) , conditions involving CNS-mediated chronic pain, 
spinal cord injuries, and other diseases or injuries. 
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Methods of treating lupus using CD4 antibodies 

Methods of treating lupus, including systemic lupus erythematosus, 
cutaneous lupus erythmetosus, and lupus nephritis, are provided. The 



methods involve administration of a combination of a non-depleting CD4 
antibody and another compound used clinically or experimentally to treat 
lupus. Methods of treating lupus nephritis by administration of a 

non-depleting CD4 antibody that results in an improvement in renal 
function and/or a reduction in proteinuria or active urinary sediment 
are also provided. Methods of treating lupus or decreasing autoantibody 
titer by administration of a non-depleting CD4 antibody are also 
provided. Methods of treating multiple sclerosis by administration of a 
non-depleting CD4 antibody, optionally in combination with another 
compound used clinically or experimentally to treat MS, are described. 
Methods of treating transplant recipients and subjects with rheumatoid 
arthritis, asthma, psoriasis, Crohn's disease, ulcerative colitis, and 
Sjogren's syndrome are also provided. 
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TI Methods for protecting allogeneic islet transplant using soluble CTLA4 

mutant molecules 

AB The present invention is a method of inhibiting islet cell transplant 

rejection particular, to treat diabetes, such as type-1 and type-2 
diabetes, by administering to a subject an effective amount of a soluble 
CTLA4 mutant molecule. One example of soluble CTLA4 mutant molecule is 
L104EA29YIg. 
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TI Methods for designing and synthesizing directed sequence polymer 

compositions via the directed expansion of epitope permeability 

AB The instant invention comprises a process for the solid phase synthes 

of directed epitope peptide mixtures useful in the modulation of 
unwanted immune responses, such process defined by a set of rules 
regarding the identity and the frequency of occurrence of amino acids 
that substitute a base or native amino acid of a known epitope. The 
resulting composition is a mixture of related peptides for therapeuti 
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TI Methods for the Treatment of Autoimmune Disorders Using 

Immunosuppressive Monoclonal Antibodies with Reduced Toxicity 

AB The present invention provides methods of treating, preventing, slowing 

the progression of, or ameliorating the symptoms of T cell mediated 
immunological diseases, particularly autoimmune diseases (e.g., 
autoimmune diabetes (i.e. type 1 diabetes or insulin-dependent diabetes 
mellitus (IDDM)) and multiple sclerosis) through the use of anti-human 
CD3 antibodies. The antibodies of the invention of the invention are 
preferably used in low dose dosing regimens, chronic dosing regimens or 
regimens that involve redosing after a certain period of time. The 
methods of the invention provide for administration of antibodies that 
specifically bind the epsilon subunit within the human CD3 complex. Such 
antibodies modulate the T cell receptor /alloantigen interaction and, 
thus, regulate the T cell mediated cytotoxicity associated with 
autoimmune disorders. Additionally, the methods of the invention provide 
for use of anti-human CDS antibodies modified such that they exhibit 
reduced or eliminated effector function and T cell activation as 
compared to non-modified anti-human CD3 antibodies. 
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TI WSX-1/P28 as a target for anti-inflammatory responses 

AB Compositions and methods relating to WSX-1 and p28 (IL-30) are provided. 

In particular, methods of treating inflammatory conditions in mammalian 
subjects using various WSX-1, p28, EBI3, and gpl30 polypeptides and 
complexes or moieties that bind to or modulate activity of such 
complexes are described. Isolated or recombinant complexes including 



soluble WSX-1 or gpl30 polypeptides, isolated or recombinant WSX-1 
fusion proteins, and isolated or recombinant p28 fusion proteins are 
also described. 
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TI Methods of treating lupus using CD4 antibodies 

AB Methods of treating lupus, including systemic lupus erythematosus, 

cutaneous lupus erythmetosus, and lupus nephritis, are provided. The 
methods involve administration of a combination of a non-depleting CD4 
antibody and another compound used clinically or experimentally to treat 
lupus. Methods of treating lupus nephritis by administration of a 
non-depleting CD4 antibody that results in an improvement in renal 
function and/or a reduction in proteinuria or active urinary sediment 
are also provided. Methods of treating multiple sclerosis by 
administration of a non-depleting CD4 antibody, optionally in 
combination with another compound used clinically or experimentally to 
treat MS, are described. Methods of treating transplant recipients and 
subjects with rheumatoid arthritis, asthma, psoriasis, Crohn's disease, 
ulcerative colitis, and Sjogren's syndrome are also provided. 
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TI Combined treatments comprising synthetic peptide copolymers for 

preventing graft rejection 

AB Compositions and methods for the treatment of graft rejection associated 

with transplantation of tissues and organs include combined treatment 
involving at least one agent selected from Copolymer 1, a copolymer 
1-related heteropolymer or an ordered peptide in combination with at 
least one additional known immunosuppressive agent. Compositions and 
methods for the treatment of graft rejection using ordered peptides or 
ordered copolymer 1-related heteropolymers as monotherapy are also 
provided. 
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Cop 1 for treatment of inflammatory bowel diseases 

The present invention relates to the use of Copolymer 1 

glatiramer acetate), a Copolymer 1-related 



polypeptide, or a Copolymer 1-related peptide, for the treatment of 
inflammatory bowel diseases such as Crohn's disease and ulcerative 
colitis . 
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TI Methods for pretreating a subject with extracorporeal photopheresis 

AB The present invention relates to methods for treating a subject 

predisposed to an autoimmune disease with extracorporeal photopheresis 
or an effective amount of apoptotic cells before the clinical 
manifestation of a symptom associated with the autoimmune disease. The 
present invention alsorelates to methods for treating a subject 
predisposed to an atopic disease with extracorporeal photopheresis or an 
effective amount of apoptotic cells before the clinical manitf esation of 
a symptom associated with the atopic disease. The present invention 
further relates to methods for treating a transplant donor and/or a 
transplant recipient, or an implant recipient with extracorporeal 
photopheresis or an effective amount of apoptotic cells prior to the 
transplant or implantation procedure. 
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TI Methods of treating disease with random copolymers 

AB The invention relates to novel methods and kits for treating or 

preventing disease through the administration of random copolymers. The 
invention also relates to the treatment of autoimmune diseases, such as 
multiple sclerosis, and to the administration of random copolymers in 
treatment regimen comprising formulations that are administered at 
intervals greater than 24 hours, or to sustained release formulations 
which administer the copolymer over a period greater than 24 hours. The 
invention further relates to methods for conducting a pharmaceutical 
business comprising manufacturing, licensing, or distributing kits 
containing or relating to the formulations or dosing regimens of random 
copolymer described herein. 
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